Remarks 



Applicant has amended independent claim 29 to re-introduce the language "nicotinic acid", which was 
inadvertendy left out of the request for amendment to claim 29 but included in claim 29 in Appendix A in the 
previous correspondence. Support for the amendment is found throughout the specification as filed and in claim 1 
as originally presented. Applicant has also amended claim 30 to be dependent on claim 29, not claim 1 . No new 
matter is added. 

The Examiner stated that the Information Disclosure Statement filed January 4, 2005 is non-compliant 
under 37 C.F.R. §1.98(b)5 and MPEP 724.02. Applicant thoroughly reviewed these sections and was unable to 
determine what specifically was non-compliant. Applicant placed a call to the Patent Office and spoke with 
Supervisory Examiner Thurmond Page and Mr. Page instructed Applicant to state which claims the items on pages 
1-3 of the Information Disclosure Statement pertain to. Applicant responds that these items do not necessarily 
apply to any claim. These items are allegations advanced by the Defendant in a patent lawsuit. In the interest of full 
disclosure, these items were provided to the Patent Office. As additional information, the parties have settled the 
lawsuit. 

Entrance of the present amendment is respectfully requested and early passage of the above-referenced 
application for U.S. patent to issuance is eamesdy solicited. Applicant has attached a copy of the previous response 
to the previous Office Action. 

Should the Examiner have any questions or require additional information or clarification, Applicant 
requests that the Examiner contact the attorney of record at the number noted below. 



Kaj^nAf Messick, Esq. 
Registration No. 42,256 
Attorney for Applicants 




KOS PHARMACEUTICALS, INC, 



CERTIFICATION UNDER 37 C.F.R.. §1.8 



1 Cedar Brook Drive 
Cranbury,NJ 08512 
Tel: (609)495-0568 
Fax: (609)495-0907 



I hereby certify that this correspondence is being deposited with the United 
States Postal Service as First Class Mail in an envelope addressed to the 
Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450 on 
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Applicant: 
Serial No.: 
Filing Date 
Docket Numi 
Title: 



Art Unit: 
Examiner: 




Eugenio Cefali, et al. 

08/960,557 

31 October 1997 

50454-56103USCIP 

METHODS FOR TREATING HYPERLIPIDEMIA WITH 
INTERMEDIATE RELEASE NICOTINIC ACID COMPOSITIONS 
HAVING UNIQUE BIOPHARMACEUTICAL CHARACTERISTICS 
1615 

J.M. Spear 



Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 



O 



Sir: 



TRANSMITTAL LETTER 

Enclosed for filing in the above-identified patent application are the following documents: 
Amendment under 37 CFR §1.312, as recommended by the Examiner; 



1. 
2. 

3. 
3. 



Issue Fee payment and Issue Fee Transmittal letter; 
Withdrawal of Small Entity Status; and 
Return Postcard. 



If there are any questions, please call the undersigned at the telephone number indicated below. 

Respectfu%4ubrriitted s 
Kos Phirffiaceuri/ys, Inc. 



Karefty . Me&sick, Esq. 
Attorney for Applicants 
Reg. No. 46,256 



Kos Pharmaceuticals, Inc. 
1001 BrickellBay Drive 
25^ Floor 

Miami, Florida 33131 
Tel.: (305) 523.3643 
Fax.: (305) 377.4076 



Date: 



CERTIFICATION UNDER 37 C.F.R.. §1.10 
I hereby certify that the attached papers are being deposited with the United States 
Postal service as: "Express Mai! Post Office to Addressee" Service under 37 C.F.R. §1.10 
on 27 April 2004 and is addressed to Commissione^fcrPaT^nts, P.O. Box 1450, 
Alexandria, VA 22313-1450. 

ER 593 968 481 US 



Express Mail Label Number 




Jared G. Silberhorn 



F:\Ucensing\LegaJ Dcpartment\IP\Patents\50O\5O4 54-561 03 USCIP\Prosecution\trans 3 12 etc.doc 
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08/960,577 

13 October 1997 

50454-56103USCIP 

METHODS FOR TREATING HYPERLIPIDEMIA WITH 
INTERMEDIATE RELEASE NICOTINIC ACID 
COMPOSITIONS HAVING UNIQUE 
BIOPHARMACEUTICAL CHARACTERISTICS 



COMMISSIONER FOR PATENTS 

P.O. Box 1450 
Alexandria, VA 22313-1450 



AMENDMENT AFTER ALLOWANCE 
UNDER 37 CF.R.§ 1.312 

Sir: 

A Notice of Allowance and Fee(s) Due was mailed January 27, 2004 for the above referenced patent 
application. After a final review by Applicant, it was discovered that an element of an independent claim was 
inadvertently claimed dependendy. Applicant placed a call to the Examiner. After discussion, the Examiner 
recommended that Applicant file an Amendment after Allowance to the claims under 37 C.F.R. § 1.312. 



Amendments to the Claims are reflected in the Listing of Claims, which begins on page 2 of this paper. 



Remarks begin on page 3 of this paper. 



In re Application of: 
Serial No.: 
Filing Date: 
Docket Number: 
Title: 




(Remainder of page left intentionally blank.) 
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Listing of Claims 

This listing of claims will replace all prior versions and listing of claims in this application 
allowed claims are claims 29 through 61. 

Please cancel claims 31, 37 and 43 without prejudice. 

Please amend claim 29 as follows: 

29. (Currendy Amended) A method of treating cholesterol disorders with an intermediate release formulation 
widiout causing treatment limiting hepatotoxicity, elevations in uric acid, or glucose levels such that use of said 
formulation is discontinued comprising: 

orally administering once per day an effective amount of said formulation for treating said disorder, said 
formulation having a dissoluti on curve similarity fit factor F2 of at least about 79. and an in vitro dissolution profile, 
when measured in a type I dissolution apparatus (basket), according to U.S. Pharmacopiea XXII, in about 37°C in 
deionized water at about 100 rpm, s follows: 

(a) less than about 15% of die nicotinic acid is released after about 1 hour in die apparatus; 

(b) between about 15% and about 30% of die nicotinic acid is released after about 3 hours in the 
apparatus; 

(c) between about 30% and about 45% of the nicotinic acid is released after about 6 hours in the 
apparatus 

(d) between about 40% and about 60% of die nicotinic acid is released after about 9 hours in the 
apparatus; 

(e) between about 50% and about 75% of the nicotinic acid is released after about 12 hours in the 
apparatus; and 

(£) at least about 75% of die nicotinic is released after about 20 hours in the apparatus. 
(Remainder of page left intentionally blank.) 



. Pending and 
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Remarks 

Applicant has amended independent claim 29 to include the phrase "a dissolution curve similarity fit 
factor F2 of at least about 79" under 37 CF.R. § 1.312, Amendment after Allowance, as recommended by die 
Examiner. This phrase is also die substance of dependent claims 31, 37 and 43. Thus, Applicant has canceled 
dependent claims 31, 37 and 43 without prejudice. Support for die amendment is found in the specification as filed 
pages 16-17 and in claim 1 as originally presented, copies of which are attached hereto. No new matter is added. 

In Applicant's response of December 22, 2003, Applicant filed an amendment canceling all pending 
claims and submitting new claims as suggested by the Examiner in the Office Action of September 9, 2003. In the 
December 2003 amendment, Applicant inadvertently removed this phrase from an independent claim and moved it 
to dependent claims. The present amendment is needed because the phrase removed to currant claims 31, 37 and 
47 is an element of the invention. This element provides a factor needed to properly analyze the results. After 
reviewing the application upon receiving the Notice of Allowance, the error was detected. The present amendment 
does not require further search or examination. The amended claims presented herewith are patentable as the only 
change is incorporating the phrase of independent claims 31, 37 and 47 to dependent claim 29. All of those claims 
were allowable in the Notice of Allowance mailed January 27, 2004. 

Entrance of the present amendment is respectfully requested and early passage of the above-referenced 
application for U.S. patent to issuance is earnesdy solicited. Applicant has included a clean copy of the pending 
claims in Appendix A. Should the Examiner have any questions or require additional information or clarification, 
Applicant requests that the Examiner contact the attorney of record at die numb<# noted below. 

ResprfctfuUy subrriitted, 

K^kjYfeM&ck, Esq. 
R^stratior^No. 42,256 
Attorney for Applicants 

KOS PHARMACEUTICALS, INC, 

CERTIF IC ATION UN PER 37 CF.R,, §1.10 
I hereby certify that the attached papers are being deposited with the United States 
Postal service as; '^Express Mail Post Office to Addressee" Service under 37 CF.R. 
§1.10 on 27 April 2004 and is addressed to Commissioner for Patents, P.O. Box 1450, 
Alexandria, VA 22313-1450. 

gR 593 90$ 491 US 

Express Mail Label Number Jared G. Silberhorn 



1001 Brickell Bay Drive 
25 th Floor 

Miami, Florida 33131 
Tel: (305) 523-3643 
Fax: (305)377-4076 

Date: 
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APPENDIX A 

29. A method of treating cholesterol disorders with an intermediate release nicotinic acid formulation widiout 
causing treatment limiting hepato toxicity, elevations in uric acid, or glucose levels such diat use of said formulation 
is discontinued comprising; 

orally administering once per day an effective amount of said formulation for treating said disorder, said 
formulation having a dissolution curve similarity fit factor F2 of at least bout 79, and an in vitro dissolution profile, 
when measured in a type I dissolution apparatus (basket), according to U.S. Pharmacopiea XXII, in about 37°C in 
deionized water at about 100 rpm, as follows: 

(a) less than about 15% of the nicotinic acid is released after about 1 hour in the apparatus; 

(b) between about 1 5% and about 30% of the nicotinic acid is released after about 3 hours in the 
apparatus; 

(c) between about 30% and about 45% of the nicotinic acid is released after about 6 hours in the 
apparatus; 

(d) between about 40% and about 60% of the nicotinic acid is released after about 9 hours in die 
apparatus; 

(e) between about 50% and about 75% of the nicotinic acid is released after about 12 hours in die 
apparatus; and 

(£) at least about 75% of the nicotinic acid is released after about 20 hours in the apparatus. 

30. The method of claim 1, wherein approximately 100% of the nicotinic acid is released after about 20 hours 
in the apparatus. 

31. (Cancelled) 

32. The method of claim 29, wherein said formulation is a tablet. 

33. The method of claim 32, wherein said tablet contains nicotinic acid in an amount selected from the group 
consisting of about 375mg, about 500mg and about 750mg. 
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34. Hie method of claim 29, wherein die once per day dose is administered during die evening or at night. 

35. The method of 29, wherein the in vitro dissolution profile is as follows: 

(a) between about 9.6% and about 13.8% of the nicotinic acid is released after about 1 hour in die 

apparatus; 

(a) between about 21 .2% and about 27.8% of die nicotinic acid is released after about 3 hours in die 

apparatus; 

(b) between about 35.1% and about 44.2% of the nicotinic acid is released after about 6 hours in 
the apparatus; 

(c) between about 45.6% and about 58.5% of the nicotinic acid is released after about 9 hours in the 
apparatus; 

(d) between about 56.2% and about 72% of the nicotinic acid is released after about 12 hours in the 
apparatus; and 

(e) at least about 75% of the nicotinic acid is released after about 20 hours in die apparatus. 

36. The method of claim 35, wherein approximately 100% of the nicotinic acid is released after about 20 
hours in the apparatus. 

37. (Cancelled) 

38. The method of claim 35, wherein said formulation is a tablet 

39. The method of claim 38, wherein said tablet contains nicotinic acid in an amount selected from the group 
consisting of about 375mg, about 500mg, and about 750mg. 

40. The method of claim 35, wherein the once per day dose is administered during the evening or at night. 

(Remainder of page left intentionally blank.) 
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41 . The method of claim 29, wherein the in vitro dissolution profile is as follows: 

(a) between about 9.8% and about 12.3% of the nicotinic acid is released after about 1 hour in die 
apparatus; 

(b) between about 20.9% and about 26.7% of die nicotinic acid is released after about 3 hours in die 
apparatus; 

(c) between about 35.3% and about 44.1% of the nicotinic acid is released after about 6 hours in die 
apparatus; 

(d) between about 44.8% and about 58.7% of the nicotinic acid is released after about 9 hours in the 
apparatus; 

(e) between about 59.5% and about 70.7% of the nicotinic acid is released after about 12 hours in die 
apparatus; and 

(f) at least about 75% of the nicotinic acid is released after about 20 hours in the apparatus. 

42. The mediod of claim 41, wherein approximately 100% of the nicotinic acid is released after about 20 
hours in die apparatus. 

43. (Cancelled) 

44. The mediod of claim 41, wherein said formulation is a tablet. 

45. The method of claim 44, wherein said tablet contains nicotinic acid in an amount selected from the group 
consisting of about 375mg, about 500mg, and about 750mg. 

46. The method of claim 41, wherein the once per day dose is administered during the evening or at night. 

(Remainder of page left intentionally blank.) 
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47. A method of treating cholesterol disorders with an intermediate release nicotinic acid formulation without 
causing treatment limiting hepatotoxicity, elevations in uric acid or glucose levels such that use of said formulation is 
discontinued, comprising; 

orally administering once per day an effective amount of said formulation for treating said disorder, said 
formulation having a dissolution curve similarity fit factor F2 of at least 44, and an in vitro dissolution profile, when 
measured in a type I dissolution apparatus (basket), according to U.S. Pharmacopiea XXII, in about 37°C in 
deionized water at about 100 rpm, as follows: 

(a) less than about 15% of the nicotinic acid is released after about 1 hour in the apparatus; 

(b) between about 15% and about 30% of the nicotinic acid is released after about 3 hours in die 
apparatus; 

(c) between about 30% and about 45% of the nicotinic acid released after about 6 hours in the 
apparatus; 

(d) between about 40% and about 60% of the nicotinic acid is released after about 9 hours in the 
apparatus; 

(e) between about 50% and about 75% of the nicotinic acid released after about 12 hours in the 
apparatus; and 

(f) at least about 75% of the nicotinic acid is released after about 20 hours in the apparatus. 

48. The method of claim 47, wherein approximately 100% of the nicotinic acid is released after about 20 
hours in the apparatus. 

49. The method of claim 47, wherein said formulation is a tablet. 

50. The method of claim 49, wherein said tablet contains nicotinic acid in an amount selected from the group 
consisting of about 375mg, about 500mg, about 750mg and about lOOOmg. 

51. The method of claim 47, wherein the once per day dose is aaministered during the evening or at night. 



7 



52. The method of claim 47, wherein the in vitro dissolution profile is as follows: 

(a) between about 9.6% and about 13.8% of die nicotinic acid is released after about 1 hour in die 
apparatus; 

(b) between about 21.2% and about 27.8% of the nicotinic acid is released after about 3 hours in die 
apparatus, 

(c) between about 35.1% and about 44.2% of the nicotinic acid is released after about 6 hours in die 
apparatus, 

(d) between about 45.6% and about 58.5% of the nicotinic acid is released after about 9 hours in the 
apparatus, 

(e) between about 56.2% and about 72% of the nicotinic acid is released after about 12 hours in the 
apparatus, and 

(f) at least about 75% of the nicotinic acid is released after about 20 hours in the apparatus. 

53. Tlie mediod of claim 52, wherein approximately 100% of the nicotinic acid is released after about 20 
hours in the apparatus. 

54. The method of claim 52, wherein said formulation is a tablet 

55. The method of claim 54, wherein said tablet contains nicotinic acid is an amount selected from the group 
consisting of about 375mg, about 500mg, and about 750mg. 

56. The method of claim 52, wherein the once per day dose is administered during the evening or at night. 

(Remainder of page left intentionally blank.) 
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57. The method of claim 47, wherein the in vitro dissolution profile is as follows: 

(a) between about 9.8% and about 12.3% of the nicotinic acid is released after about 1 hour in the 
apparatus, 

(b) between about 20.9% and about 26.7% of die nicotinic acid is released after about 3 hours in die 
apparatus, 

(c) between about 35.3% and about 44.1% of the nicotinic acid is released after about 6 hours in die 
apparatus, 

(d) between about 44.8% and about 58.7% of the nicotinic acid is released after about 9 hours in die 
apparatus, 

(e) between about 59.5% and about 70.7% of the nicotinic acid is released after about 12 hours in the 
apparatus; and 

(f) at least about 75% of the nicotinic acid is released after about 20 hours in the apparatus. 

58. The method of claim 57, wherein approximately 100% of the nicotinic acid is released after about 20 
hours in the apparatus. 

59. ' The method of claim 57, wherein said formulation is a tablet. 

60. The mediod of claim 59, wherein said tablet contains nicotinic acid in an amount selected from the group 
consisting of about 375mg, about 500mg, about 750mg and about lOOOmg. 

61 . The method of claim 57, wherein the once per day dose is administered during the evening or at night. 
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Similarity between the test and the target dissolution curves within a tablet strength can be 
determined through the calculation of the fit factor F 2 . See Moore JW, Flanner HH. : Mathematical 
comparison of dissolution profiles, Pharmaceutical Technology , 64-74 (June 1996), which is 
incorporated herein by reference in its entirety. In other words, the fit factor F 2 is calculated using 
the difference between the percent dissolved at each time point for each dissolution profile. If there 
5 is no difference between the percent dissolved at each time point, the fit factor F 2 equals 100. As the 
difference in percent dissolved increases, however, the fit factor F 2 value decreases. The fit factor F 2 
is determined by the following equation: 

n 

10 F 2 = 50 log {[1 + UriL w t (R t - r,) 2 ]* 05 x 100} 

where i?, is the dissolution value for the target profile at a time point /, T t is the dissolution value for 
15 the test profile at the same time point t t n is the number of time points on the dissolution profile and 
w t is an optional weight factor. This equation is a logarithmic transformation of the sum of the mean 
square error between the test and target profile, resulting in a number between 0 and 100. The fit 
factor^ is 100 when two dissolution profiles are identical and decreases as the two profiles become 
more dissilimar. In other words, the smaller the fit factor F h the farther apart the products are from 
20 one another. The fit factor F 2 will be positive as long as the average difference between the two 
curves is 100 or less. 

The following Table 6 depicts the recommended fit factor F 2 values for each of the Niaspan® 
tablet strengths. The recommended values are based on the range of fit factors F 2 between lots used 
in the New Drug Application (NDA), made more specific by the determination of bioequivalence to 
25 a target lot of Niaspan® tablets. 



IPHOU: 10457.1 32892-00019 
Exprcu KU>1 No.: EI63742&6MUS 
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Having described my invention, I claim: 

(1) A method of treating a lipidemic disorder with a nicotinic acid formulation suitable for 

oral administration once-a-day as a single dose without causing drug-induced hepatotoxicity in an 
individual to a level and without causing drug-induced elevations in uric acid or glucose or both to 
5 levels which would require use of the nicotinic acid formulation to be discontinued by the individual, 
comprising: 

orally administering to the individual once-a-day as a single dose an effective amount of an 
intermediate release nicotinic acid formulation without causing drug-induced hepatotoxicity in the 
individual to a level and without causing drug-induced elevations in uric acid or glucose or both to 
levels which would require use of the intermediate nicotonic acid formulation by the individual to be 
discontinued, the intermediate release nicotinic acid formulation having 
10 a dissolution curve similarity fit factor F 2 of at least about 79, and 

an in vitro dissolution profile, when measured in a type I dissolution apparatus (basket), 
according to U.S. Pharmacopeia XXII, at about 37° C in deionized water at about 100 rpm, as follows 

(a) less than about 15% of the nicotinic acid is released after about 1 hour in the 
15 apparatus, 

(b) between about 15% and about 30% of the nicotinic acid is released after about 3 hours 
in the apparatus, 

(c) between about 30% and about 45% of the nicotinic acid is released after about 6 hours 
in the apparatus, 

20 (d) between about 40% and about 60% of the nicotinic acid is released after about 9 hours 

in the apparatus, 

(e) between about 50% and about 75% of the nicotinic acid is released after about 12 hours 
in the apparatus, and 

(f) at least about 75% is released after about 20 hours in the apparatus. 

25 



JPHOU: 10457.1 32892-00019 
E?$££46#42l No.: EI637428686US 
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Criteria derived 
from: 


250 and 325 mg 
tablet strengths 


500mg 

tablet strength 


750mg 

tablet strength 


lOOOmg 
tablet strength 












Bioequi valence 
Studies 


*79.0 


*79.0 


*79.0 


*44.0 



10 



15 



20 



25 



The term "bioequi valence," as used herein, means the absence of a significant difference in 
the rate and extent to which the active ingredient or active moiety in pharmaceutical equivalents or 
pharmaceutical alternatives becomes available at the site of drug action when administered at the 
same molar dose under similar conditions in an appropriately designed study. See Code of Federal 
Regulations, Title 21, April 1, 1997 edition, Part 320.1, Definitions (e) Bioequivalence, page 195, 
which is incorporated by reference herein in its entirety- 
Table 7 also depicts the fit factor F 2 for thirteen (13) of the sixteen (16) over-the-counter SR 
niacin products referenced in Tables 5A and 5B compared to the dissolution curve of Niaspan®, As 
can be seen from the fit factor F 2 data in Table 7, the thirteen (13) over-the-counter SR niacin 
products are not bioequivalent to Niaspan®, in view of the fact that the fit factor F 2 is less than 79 
for all such products. 

TABLE 7 

timrf N«(M« G7TNZ50 NiooW Gofcfc* 12 Goidntf? Gotdknt » Ituftry MO RuftrySL Tn*C*p Mm/cm Upih*-Sn*fa Genevt Mm Extern 

K.4X1A-1 *A/»14C MHOm 12L5I22J rUlOtl 89G5612C M070E 5L017C7 A031G 5F00753 16020 4BI24 50U» 11304 
ISOmt 300m* Mb* SOOmg 300af 500n« SOOn* S00m« SOOmg 500tnf JOOrat 500mg 300m| 



F2 
39.6 



54J 



39.4 



60.6 



64.3 



45.0 



M.7 



37.3 



53 9 



4S.7 



5*3 



39.3 
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(A) NAME OF ASSIGNEE (B) RESIDENCE: (CITY and STATE OR COUNTRY) 



p leas e check the appropriate assignee category or categories (will not be printed on the patent); 
4a. The following fee(s) are enclosed: 4b. Payment of Fee(s): 

Q^ ue p ee □ A check in the amount of the fee(s) is enclosed, 

□ Publication Fee / Q Payment by credit card. Form PTO-2038 is attached 

□ Advance Order - # of Copi4 / /) gTfie Director is hereby authorized b; 

rr ^ ^ " Deposit Account Number SCE>- 



□ individual ^'corporation or other private group entity □ government 




by charge the required fee(s), or credit any overpayment, to 
5 y?\ (enclose an extra copy of this form). 



Director for Patents is reque: 



(Authorized Signature) 



Fee and Publication Fee (if any) or to re-apply any previously paid issue fee to the application identified above. 



(Date) 



NOTE* The Issue Fee #d^ublicat#/ Fee (if required) will not be accepted from anyone 
other than the applicant; a register^! attorney or agent; or the assignee or other party in 
interest as shown by the records of tffe United States Patent and Trademark Office. 



This collection of information is required by 37 CFR 1.3 1 1. The information is required to 
obtain or retain a benefit by the public which is to file (and by the USPTO to process) an 
application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is 
estimated to take 12 minutes to complete, including gathering, preparing, and submitting the 
completed application form to the USPTO. Time will vary depending upon the individual 
case. Any comments on the amount of time you require to complete this form and/or 
suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. 
Patent and Trademark Office, U.S. Department of Commerce, Alexandria, Virginia 
22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. 
SEND TO: Commissioner for Patents, Alexandria, Virginia 22313-1450. 

Under the Paperwork Reduction Act of 1995, no persons are required to respond to a 
collection of information unless it displays a valid OMB control number. 



PTOL-85 (Rev. 1 1/03) Approved for use through 04/30/2004. 



TRANSMIT THIS FORM WITH FEE(S) 

OMB 065 1-0033 U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE 



COPY 

PATENTS 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



CEFALI, EUGENIO 

08/960,577 

13 October 1997 

50454-56103USCIP 

METHODS FOR TREATING HYPERLIPIDEMIA WITH 
INTERMEDIATE RELEASE NICOTINIC ACID 
COMPOSITIONS HAVING UNIQUE BIOPHARMACEUTICAL 
CHARACTERISTICS 



In re Application of: 
Serial No.: 
Filing Date: 
Docket Number: 
Title: 



COMMISSIONER FOR PATENTS 

P.O. Box 1450 
Alexandria, VA 22313-1450 



Sir: 



WITHDRAW AT, OF SMALT . KNTTTTY STATUS 



Pursuant to 37 C.F.R. § 1.27(g)(2), Kos Pharmaceuticals Inc., the assignee in the above-identified 
application, hereby notifies the United States Patent and Trademark Office that assignee's status has 
changed and Small Entity status is no longer applicable. 




lessick, Esq. 
legislation No. 42,256 
' Attorney for Applicants 



KOS PHARMACEUTICALS, INC, 
1001 Brickell Bay Drive 
25 th Floor 

Miami, Florida 33131 
Tel: (305) 523-3643 
Fax: (305) 377-4076 

Date: wk?ftf/ 



CERTIFICATI ON I TMDKR 37 C.F.R.. $UQ 

I hereby certify that the attached papers are being deposited with the United States 
Postal service as: "Express Mail Post Office to Addressee" Service under 37 C.F.R. §1.10 
on 27 April 2004 and is addressed to CommissionejJbrJiatents, P.O. Box 1450, 
Alexandria, VA 22313-1450. 

PR W 968 481 US 



Express Mail Label Number 




